
United States Patent and Trademark Office 



UNITED STATES DEPARTMENT OF COMMERCE 
United States Patent and Trademark Office 
Address: COMMISSIONER FOR PATENTS 
P.O. Box 1450 

Alexandria, Virginia 22313-1450 
www.uspto.gov 



APPLICATION NO. 


FILING DATE 


FIRST NAMED INVENTOR 


ATTORNEY DOCKET NO. 


CONFIRMATION NO. 


10/518,128 08/29/2005 Bronislava Gedulin 
44638 7590 09/05/2007 

Intellectual Property Department 


54061.8101.US00 


7370 


EXAMINER 



Amylin Pharmaceuticals, Inc. 
9360 Towne Centre Drive 
San Diego, CA 92121 



LI, RUIXIANG 



ART UNIT 



1646 



PAPER NUMBER 



MAIL DATE 



09/05/2007 



DELIVERY MODE 



PAPER 



Please find below and/or attached an Office communication concerning this application or proceeding. 

The time period for reply, if any, is set in the attached communication. 



PTOL-90A (Rev. 04/07) 



Off icq Action Summarv 

K^fffww nvuvi i will * ■ f f ihi if 


Application No. 

10/518,128 


Applicant(s) 
GEDULIN ETAL 


Examiner 

Ruixiang Li 


Art Unit 

1646 





- 77>e MAILING DATE of this communication appears on the cover sheet with the correspondence address » 
Period for Reply 
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DETAILED ACTION 
Status of Application, Amendments, and/or Claims 

A request for continued examination under 37 CFR 1.114, including the fee set forth in 
37 CFR 1.17(e), was filed in this application after final rejection. Since this application is 
eligible for continued examination under 37 CFR 1.114, and the fee set forth in 37 CFR 
1.17(e) has been timely paid, the finality of the previous Office action has been 
withdrawn pursuant to 37 CFR 1.114. Applicant's submission filed on 04/20/2007 has 
been entered. 

Claims 1-3, 5-12, and 14-21 are pending. Claims 1-3, 5, 6, 8-12, and 14 are under 
consideration. 

Withdrawn Objections and/or Rejections 

The rejection of claims 1-3, 5, 10, and 13 under 35 U.S.C. 102(a) as being anticipated 
by El-Salhy et al. (Peptides 23:397-402, February 2002) is withdrawn in view of 
Applicants' argument. 

Claim Rejections Under 35 U.S.C.§112, 1 st Paragraph (Written Description) 

(i). The following is a quotation of the first paragraph of 35 U.S.C. 112: 

The specification shall contain a written description of the invention, and of the manner and process of 
making and using it, in such full, clear, concise, and exact terms as to enable any person skilled in the art 
to which it pertains, or with which it is most nearly connected, to make and use the same and shall set 
forth the best mode contemplated by the inventor of carrying out his invention. 
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(ii). Claims 1-3, 5, 6, and 8-12 are rejected under 35 U.S.C. 112, first paragraph, as 
containing subject matter which was not described in the specification in such a way as 
to reasonably convey to one skilled in the relevant art that the inventor, at the time the 
application was filed, had possession of the claimed invention. 

To provide adequate written description and evidence of possession of a claimed 
genus, the specification must provide sufficient distinguishing identifying characteristics 
of the genus. The factors to be considered include disclosure of complete or partial 
structure, physical and/or chemical properties, functional characteristics, 
structure/function correlation, methods of making the claimed product, or any 
combination thereof. 

Claims 1-3, 5, 6, and 8-12 are drawn to a method of treating an intestinal damage 
comprising administering a pharmaceutical^ active formulation of PYY or a PYY agonist 
to a subject to treat the intestinal damage, wherein said PYY or said PYY agonist is a 
peptide that comprises an active fragment of PYY. The specification defines PYY as a 
peptide YY polypeptide obtained or derived from any species, and defines PYY agonist 
as any compound which elicits an effect of PYY to protect from or reduce colon injury 
associated with inflammatory bowel disease or ulcerative colities and which binds 
specifically in a Y receptor assay or in a competitive binding assay (page 10). Thus, the 
claims are drawn to a method comprising administration of PYY or a genus of 
structurally undefined PYY agonists because the limitation recited in the claims says 
nothing about the characteristic structure of the PYY agonists. 
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The specification fails to provide any critical structural feature to adequately describe 
the genus of PYY agonists that may be administered in the claimed method. The 
specification merely discloses two compounds, a human PYY of SEQ ID NO: 2 and 
PYY (3-36) of SEQ ID NO: 3, which are not sufficiently representative of the genus of 
PYY agonists. There is no disclosure of a defined relation between function and 
structure of the PYY agonists. There is even no identification of any particular portion of 
the structure that must be conserved. While the claim requires that PYY agonist 
comprise an active fragment of PYY, it does not say what the active fragment is. 
Accordingly, in the absence of sufficient recitation of distinguishing identifying 
characteristics, the specification does not provide adequate written description of the 
genus of PYY agonists. 

Vas-Cath Inc. v. Mahurkar, 19USPQ2d 1111, clearly states "applicant must convey with 
reasonable clarity to those skilled in the art that, as of the filing date sought, he or she 
was in possession of the invention. The invention is, for purposes of the 'written 
description' inquiry, whatever is now claimed" (See page 1117.) The specification does 
not "clearly allow persons of ordinary skill in the art to recognize that [he or she] 
invented what is claimed." (See Vas-Cath at page 1116). As discussed above, the 
skilled artisan cannot envision the detailed chemical structure of the encompassed 
genus of the PYY agonists, and therefore conception is not achieved until reduction to 
practice has occurred. Therefore, only the method of administering PYY and PYY (3- 
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36), but not the full breadth of the claims meets the written description provision of 35 
U.S.C. §112, first paragraph. 

(iii). Response to Applicants' argument 

Applicants review the legal standard for written description and argue that the instant 
claims are not drawn to a genus of compounds per se, but rather to novel uses of those 
compounds. Applicants argue that as amply disclosed throughout the instant 
application, administration of PYY or agonists thereof has an effect, for example to 
reduce intestinal damage and to restore bowel mucosa or bowel function. Applicants 
argue that the instant application and references incorporated therein in their entirety 
disclose numerous exemplary PYY and PYY agonists that comprises an active 
fragment of PYY, as recited in the instant claims, that may be selected by in order to 
practice the instantly claimed methods, e.g., useful as agents to reduce intestinal 
damage, such as bowel atrophy, and to restore bowel mucosa or bowel function. 

Applicants' argument has been fully considered, but is not deemed to be persuasive for 
the following reasons. First, the requirement for written description under 35 U.S.C. 112, 
first paragraph is applicable to a method of using a genus of compounds. A genus of 
compounds to be used in a method needs to be adequately described. If a genus of 
compounds does not meet the requirement for written description, a method of using 
such a genus of compound does not meet the requirement for written description. 
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Secondly, the specification merely discloses two compounds, a human PYY of SEQ ID 
NO: 2 and PYY (3-36) of SEQ ID NO: 3, which are not sufficiently representative of the 
genus of PYY agonists because the claims are drawn to a method comprising 
administration of PYY or a genus of structurally undefined PYY agonists. The claims 
recite a limitation "wherein said PYY or said PYY agonist is a peptide that comprises an 
active fragment of PYY". However, the specification does not disclose the structure of 
the active fragment of PYY; nor does the claims indicate what the active fragment of 
PYY is. Moreover, the prior art does not provide compensatory structural or correlative 
teachings to enable one skilled in the art to identify the encompassed genus of PYY 
agonists. 

Finally, methods of identifying PYY agonists as disclosed at pages 24-28 of the 
specification are not equivalent to the methods of making a PYY agonist in the context 
of treating, intestinal damage because they do not provide the information on the 
conserved structure critical to the PYY activity. 

Accordingly, in the absence of sufficient recitation of distinguishing identifying 
characteristics, the specification does not provide adequate written description of the 
genus of PYY agonists and thus methods of using the genus of PYY agonists. 
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Claim Rejections Under 35 U.S.C.§102 (b) 

(i) . The following is a quotation of the appropriate paragraphs of 35 U.S.C. 102 that form the basis for the 
rejections under this section made in this Office action: 

A person shall be entitled to a patent unless - 

(b) the invention was patented or described in a printed publication in this or a foreign country or in public use or on 
sale in this country, more than one year prior to the date of application for patent in the United States. 

(ii) . Claims 1, 2, 5, and 10-12, are rejected under 35 U.S.C. 102(b) as being anticipated 
by Balasubramaniam (U. S. Patent No. 5,604,203, Feb. 18, 1997). 

Balasubramaniam teaches PYY and functional analogs and pharmaceutical 
formulations comprising PYY or an analog of PYY (column 15). Balasubramaniam also 
teaches treating gastrointestinal disorders, especially infectious or inflammatory 
diarrhea, or diarrhea resulting from surgery (column 16). Inflammatory diarrhea includes 
Crohn's disease (column 7), a form of inflammatory bowel disease, with PYY and its 
analogues (column 7). Balasubramaniam teaches that the compounds can be 
administered orally or parenterally (intravenously or subcutaneously) (column 14). The 
daily dose in the case of oral administration is typically in the range of 0.1 to 100 mg/kg 
body weight, and the daily dose in the case of parenteral administration is typically in 
the range of 0.001 to 50 mg/kg body weight (column 16). Thus, the teachings of 
Balasubramaniam meet the limitations of claims 1, 2, 5, and 10-12. 

Response to Applicants' argument 

Applicants argue that Balasubramaniam does not teach or fairly suggest a method of 
treating intestinal damage, comprising administering a PYY or PYY agonist polypeptide 
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in order to treat the intestinal damage, as instantly claimed. Applicants argue that the 
reference fails to provide any nexus between the alleged effects of administration of the 
disclosed compounds on water and nutrient absorption, cell proliferation, and blood flow 
regulation and methods of treating intestinal damage comprising administering PYY or a 
PYY analog polypeptide, as instantly claimed. Applicants argue that the reference is 
absolutely silent with regard to a method of treating intestinal damage per se, and is 
similarly silent with regard to a method of treating intestinal damage that may be 
associated with the disorders disclosed in the reference. Applicants argue that the 
reference fails to teach or suggest all of the elements of the instantly claimed methods. 

Applicants' argument has been fully considered, but is not deemed to be persuasive 
because Balasubramaniam teaches treating gastrointestinal disorders, especially 
infectious or inflammatory diarrhea, or diarrhea resulting from surgery (column 16). 
Inflammatory diarrhea includes Crohn's disease (column 7), a form of inflammatory 
bowel disease, with PYY and its analogues (column 7). Thus, Balasubramaniam 
teaches administering PYY to a subject to treat intestinal damages associated with 
these diseases. 

Claim Rejections Under 35 U.S.C.§103 (a) 

(i). The following is a quotation of 35 U.S.C. 103(a) which forms the basis for all 
obviousness rejections set forth in this Office action: 

(a) A patent may not be obtained though the invention is not identically disclosed or described as set forth 
in section 102 of this title, if the differences between the subject matter sought to be patented and the 
prior art are such that the subject matter as a whole would have been obvious at the time the invention 
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was made to a person having ordinary skill in the art to which said subject matter pertains. Patentability 
shall not be negatived by the manner in which the invention was made. 

(ii). Claim 14 is rejected under 35 U.S.C. 103(a) as being unpatentable over 
Balasubramaniam (U. S. Patent No. 5,604,203, Feb. 18, 1997), as applied to claims 1, 
2, 5, and 10-12 above, and further in view of Dumont et al. (Brain Res. Mol. Brain Res. 
26: 320-324, 1994). 

Balasubramaniam teaches a method of treating an intestinal damage comprising 
administering a pharmaceutical^ active formulation of PYY or a functional PYY analog 
to a human subject as applied to claims 1, 2, 5, and 10-12 above. 

Balasubramaniam fails to teaches the method of claim 14, comprising administering 
PYY[3-36]. 

Dumont et al. teach a PYY agonist, PYY[3-36] that binds PYY receptors (see Abstract). 

Therefore, it would have been obvious to one having ordinary skill in the art at the time 
the invention was made to use PYY[3-36] in the method of treating a gastrointestinal 
disorder, such as Crohn's disease (a form of inflammatory bowel) as taught by 
Balasubramaniam with a reasonable expectation of success. One would have been 
motivated to do so because Balasubramaniam teaches PYY and PYY agonists can be 
used to treat a gastrointestinal disorder, such as Crohn's disease, whereas PYY [3-36], 
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which binds to PYY receptors, is expected to have the same effect in treating a 
gastrointestinal disorder, such as Crohn's disease. 

Response to Applicants' argument 

Applicants argue that Balasubramaniam fail to teach a method of treating intestinal 
damage comprising administering a pharmaceutical^ active of PYY or a PYY agonist 
polypeptide as instantly claimed for the reasons provided above. Applicants' argument 
has been fully considered, but is not deemed to be persuasive for the reasons set forth 
above. 

(iii). Claims 1-3, 5, 10, and 13 are rejected under 35 U.S.C. 103(a) as being 
unpatentable over El-Salhy et al. (Peptides 23:397-402, February 2002). 

El-Salhy et al. teach a decreased level of PYY in human patients with gastrointestinal 
disorders, including inflammatory bowel diseases (examples are Crohn's colitis and 
ulcerative colities; pages 398-399). El-Salhy et al. also teach that the changes in PYY in 
gastrointestinal disorders could be beneficial in clinical practice and that in cases where 
PYY increase is desirable, diet that increases PYY synthesis and release can be 
followed, or a receptor agonist can be utilized (Abstract; page 401). El-Salhy et al. 
further teach that infusion of PYY in dogs increases colonic absorption of water, Na and 
CI ions and PYY or its analogue can be of use as clinical agents in intestinal 
malabsorption disorders or after bowel resection (page 401). 
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El-Salhy et al. do not explicitly teach the instantly claimed method. 

However, it would have been obvious to one having ordinary skill in the art at the time 
the invention was made to administer to a subject or a human patient after bowel 
resection or to treat a gastrointestinal disorders, including inflammatory bowel diseases 
(such as ulcerative colities) with a reasonable expectation of success. One would have 
been motivated to do so because of the teachings of El-Salhy et al. as stated 
immediately above. 

Objection to claim 1 

Claim 1 is objected to because it recites "wherein said PYY or said PYY agonist is a 
peptide that comprises an active fragment of PYY". Since PYY necessarily comprises 
an active fragment of PYY, the limitation "wherein said PYY is a peptide that comprises 
an active fragment of PYY" is not necessary. Appropriate correction is required. 

Conclusion 

No claims are allowed. 

Advisory Information 

Any inquiry concerning this communication or earlier communications from the 
examiner should be directed to Ruixiang Li whose telephone number is (571) 272-0875. 
The examiner can normally be reached on Monday through Friday from 8:30 am to 5:00 
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pm. If attempts to reach the examiner by telephone are unsuccessful, the examiner's 
supervisor, Gary Nickol, can be reached on (571) 272-0835. The fax number for the 
organization where this application or proceeding is assigned is (571) 273-8300. 

Information regarding the status of an application may be obtained from the Patent 
Application Information Retrieval (PAIR) system. Status information for published 
applications may be obtained from either Private PAIR or Public PAIR. Status 
information for unpublished applications is available through Private PAIR only. For 
more information about the PAIR system, see http://pair-direct.uspto.gov . Should you 
have questions on access to the Private PAIR system, please contact the Electronic 
Business Center (EBC) at the toll-free phone number 866-217-9197. 





Ruixiang Li, Ph.D. 
Primary Examiner 
August 31, 2007 



